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Introduction {#sec005}
============

Glaucoma is a condition that involves distinctive changes in the optic nerve and visual field \[[@pone.0229867.ref001],[@pone.0229867.ref002]\]. Because glaucoma is a disease characterized by functional and structural abnormalities of the eye, diagnosis and treatment of this condition requires accurate fundus imaging and determination of the visual field. The Humphrey Field Analyzer (HFA; Carl Zeiss Meditec, Dublin, CA, USA) 24--2 or 30--2 program, in which test points are separated by 6 degrees within the central 24 or 30 degrees, is frequently used to evaluate the status of visual function in patients with glaucoma. Examination of the visual field plays a very important role in evaluating vision-related quality of life (VR-QOL) \[[@pone.0229867.ref003],[@pone.0229867.ref004]\]. However, an area related to VR-QOL exists in the center of the visual field \[[@pone.0229867.ref005]\], and the correlation with the National Eye Institute 25-item Visual Function Questionnaire (NEI VFQ-25) score is higher in HFA10-2, in which test points are separated by 2 degrees within the central 10 degrees, than in HFA24-2 \[[@pone.0229867.ref006]\]. Visual field defects within the central 10 degrees have a large influence on VR-QOL.

Various methods have been developed for observing the retinal nerve fiber layer (RNFL) and nerve fiber layer defects (NFLDs): regular fundus photography, red-free fundus photography \[[@pone.0229867.ref007]\], scanning laser ophthalmoscopy (SLO) \[[@pone.0229867.ref008]\], adaptive optics SLO (AO-SLO) \[[@pone.0229867.ref009]\], scanning laser polarimetry (GDx) \[[@pone.0229867.ref010]\], Heidelberg Retinal Tomography (HRT) \[[@pone.0229867.ref011]\], and optical coherence tomography (OCT). In recent years, OCT has been used to detect structural abnormalities; in particular, the circumpapillary retinal nerve fiber layer (cpRNFL) is often used for glaucoma diagnosis. On the other hand, in patients with glaucoma who have central visual field defects in particular, oversights often arise in examinations using the cpRNFL or HFA30-2/24-2 program. Therefore, HFA10-2 is necessary to evaluate VR-QOL \[[@pone.0229867.ref012]--[@pone.0229867.ref016]\]. However, it is difficult to perform HFA10-2 in all patients due to issues related to factors such as fatigue and measurement time. In addition, because the visual field examination is a psychophysiological test, repeated examinations are necessary, the variation is large, and the result fluctuates in response to patients' psychological factors, physical condition, age, etc.

Hence, in this study we sought to estimate the central 10-degree visual field using the same test points as HFA10-2, based on structural abnormalities in OCT, which takes only a few seconds. Some previous reports have shown a correlation between nerve fiber bundle (NFB) defects in en-face images and visual field defects in HFA10-2 \[[@pone.0229867.ref017]--[@pone.0229867.ref019]\], but this is the first study to examine the degree of matching for each test point.

Patients and methods {#sec006}
====================

Patients {#sec007}
--------

This study was approved by the Ethics Committee of Niigata University (study 2017--0085) and followed the tenets of the Declaration of Helsinki. This is a retrospective study. Information about the research was made public on the Niigata University website, and consent was obtained by giving subjects the opportunity to opt out. We also informed the participants that they have the right to refuse. The ethics committee approved this consent procedure. Thirty-eight eyes of 38 patients with primary open angle glaucoma (POAG) were recruited consecutively, from Niigata University Medical and Dental Hospital between May 2012 and March 2015. If both eyes corresponded to the inclusion criteria in a patient, the eye with worse mean deviation (MD) was enrolled in the study. All glaucoma patients first underwent general ophthalmic examination, including refraction, keratometry, assessment of visual acuity using a Landolt chart, assessment of intraocular pressure using a Goldmann applanation tonometer, gonioscopy, slit-lamp examination, fundus examination, swept-source OCT (SS-OCT) (DRI OCT-1 Atlantis; Topcon, Tokyo, Japan), and visual field examination using the HFA30-2 or 24--2 and HFA10-2 SITA standard strategy. Only single HFA 10--2 data (i.e. a single visit) was used for analysis. Diagnosis of POAG was made according to the guidelines of the Japan Glaucoma Society \[[@pone.0229867.ref002]\] and the European Glaucoma Society. \[[@pone.0229867.ref020]\]

Only patients with good reliability in HFA10-2 (fixation loss \<25%, false positive \<20%, and false negative \<33%) within 6 months before or after SS-OCT were included. Patients with a cataract of grade 3 or higher (Emery-Little classification), other types of glaucoma such as primary angle closure glaucoma, pseudoexfoliation glaucoma, steroid-induced glaucoma, uveitic glaucoma, or congenital glaucoma were excluded. Patients with diseases that may affect the sensitivity of the visual field or clarity of en-face images, such as retinal diseases and optic nerve diseases, or with epiretinal membrane (ERM), were also excluded. In order to determine whether similar results could be obtained for highly myopic and eyes that were not highly myopic, we set no exclusion criteria for the spherical equivalent.

Method {#sec008}
------

### SS-OCT and acquisition of en-face images {#sec009}

The examinations of SS-OCT were performed after the pupil was dilated with 0.5% tropicamide and phenylephrine (Mydrin-P; Santen, Osaka, Japan). SS-OCT has an 8-μm depth of resolution in tissue and a 20-μm transverse resolution, and can acquire 100,000 axial scans per second. Imaging was performed with 512×256 axial scans and 6×6-mm cube scans centered at the fovea and optic disc. After flatten processing against the inner limiting membrane (ILM), en-face images were obtained by 6×6-mm 3D scan using the EnView imaging software. At this time, depth from ILM was determined at the point where the nerve fiber bundles (NFBs) were most clearly distinguishable in each case. In order to delineate the defective region and the remaining NFB region in the acquired image, brightness, contrast, and γ value were corrected appropriately. The two images (macula and optic disc) were superimposed using Photoshop (Adobe Systems, San Jose, CA, USA) based on the positions of large blood vessels. Using this method, we were able to observe retinal nerve fibers in the superficial layer at the macula and around the optic disc.

### Creation of estimated visual field {#sec010}

After the corresponding HFA10-2 locations were identified on the acquired en-face images with retinal ganglion cell (RGC) displacement \[[@pone.0229867.ref021],[@pone.0229867.ref022]\], the existence of NFBs at each point was evaluated by three examiners who were blinded to the visual field data. When judgments differed among examiners, the issue was decided by majority vote. The estimated visual field differs by two gradations from a field in which NFB defects are present, i.e., we only estimated whether there was a decline in sensitivity, and could not estimate the degree of visual field sensitivity.

### Comparison with HFA10-2 {#sec011}

Test points with \<5%, \<2%, and \<1% of the probability plot in the total deviation (TD) and pattern deviation (PD) of actual HFA10-2 were defined as points with visual field defects and compared between visual field defects and NFB defects.

We classified subjects into two groups (spherical equivalent ≥ −6 diopters: non-high myopia group and \< −6 diopters: high myopia group), and investigated whether there was a difference in the degree of matching. In addition, with reference to Koseki's HFA10-2 cluster \[[@pone.0229867.ref023]\], we investigated whether there was a difference in the degree of matching between clusters. Clusters are classified as shown in [Fig 1](#pone.0229867.g001){ref-type="fig"}; C1 corresponds to the papillomacular area identified in the preliminary study based on the correlation between the foveal threshold and the HFA10-2 examination point, C2 is the upper half of the visual field excluding the papillomacular area, and C3 is the lower half of the visual field excluding the papillomacular area.

![Cluster classification.\
C1 is the papillomacular area, C2 is the upper half of the visual field excluding C1, and C3 is the lower half of the visual field excluding C1.](pone.0229867.g001){#pone.0229867.g001}

### Statistical analysis {#sec012}

Statistical analysis was performed in Microsoft Excel 2016 using the BellCurve plugin (Social Survey Research Information Co. Japan). The κ coefficient was used to determine the degree of matching. Test points with defects in both the estimated visual field and actual visual field were defined as "positive," and test points with defects neither in the estimated visual field nor the actual visual field were defined as "negative." Test points with a defect only in the estimated visual field, but not in the actual visual field, were defined as "false positive." Test points with no defect in the estimated visual field, but with a defect in the actual visual field, were defined as "false negative." A total of 68 points were evaluated. Accuracy was determined based on the number of test points with positive and negative judgement i.e. \[(positive + negative number)/68\] × 100. The κ coefficient was calculated using the positive, negative, false positive, and false negative numbers defined above. The accuracy and κ coefficient were determined for each patient, and the average of 38 patients was calculated. The intraclass correlation coefficient between examiners was determined. The Mann--Whitney U-test was used to compare κ coefficients and accuracy. Statistical significance was defined as *p* \< 0.05.

Results {#sec013}
=======

The profiles of the 38 patients enrolled in this study are shown in [Table 1](#pone.0229867.t001){ref-type="table"}. We recruited and included patients with early- to late-stage glaucoma in this study.

10.1371/journal.pone.0229867.t001

###### Profiles of patients enrolled in this study.

![](pone.0229867.t001){#pone.0229867.t001g}

  Patient (eyes/cases)             38/38
  -------------------------------- -----------------------------------
  Age (years, range)               56.5 ± 9.7 (22 to 78)
  Sex (female/male)                19/19
  Spherical Equivalent (diopter)   --4.3 ± 4.0 (--11.375 to +2.625)
  BCVA (LogMAR)                    --0.049 ± 0.07 (--0.079 to 0.155)
  BCVA                             20/18 ± 20/140 (20/30 to 20/16)
  HFA24-2 or 30--2 MD (dB)         --10.8 ± 6.2 (--0.3 to --23.5)
  VFI (%)                          67.5 ± 21.0 (20 to 98)
  HFA10-2 MD (dB)                  --12.1 ± 7.6 (--1.65 to --29.84)

Values represent means ± standard deviation.

POAG, primary open angle glaucoma; BCVA, best-corrected visual acuity; LogMAR, logarithm of the minimum angle of resolution; HFA, Humphrey Field Analyzer; VFI, visual field index; MD, mean deviation.

As shown in [Fig 2A](#pone.0229867.g002){ref-type="fig"}, an image was obtained by superimposing en-face images of the optic disc and macula areas. After overlaying the points corresponding to HFA10-2 locations on the acquired en-face image with RGC displacement \[[@pone.0229867.ref021],[@pone.0229867.ref022]\], the existence of NFBs was determined at each point ([Fig 2B](#pone.0229867.g002){ref-type="fig"}). The estimated visual field was created by turning the resultant image upside down ([Fig 2C](#pone.0229867.g002){ref-type="fig"}). The actual HFA10-2 TD and PD from a patient are shown in [Fig 2D](#pone.0229867.g002){ref-type="fig"}.

![Creation of estimated visual field.\
(A) After superimposition of en-face images of the optic disc and macula area. (B) After points corresponding to HFA10-2 locations were overlaid on the acquired en-face image with RGC displacement, the existence of NFBs was determined at each point. Black circles indicate points where NFBs were absent, and white circles indicate points where NFBs were present. (C) The estimated visual field (right) was created by turning the image at left upside down. (D) TD and PD.](pone.0229867.g002){#pone.0229867.g002}

[Fig 3](#pone.0229867.g003){ref-type="fig"} shows an example of an en-face image; [Fig 3A](#pone.0229867.g003){ref-type="fig"} shows a case in which the papillomacular area was damaged and only a few retinal nerve fiber layers (RNFLs) remained, and [Fig 3B](#pone.0229867.g003){ref-type="fig"} shows a case of diffuse RNFL defect.

![Example of an en-face image.\
(A) A case of damage to the papillomacular area. (B) A case of diffuse RNFL defect.](pone.0229867.g003){#pone.0229867.g003}

The average intraclass correlation coefficient between examiners was calculated for each case: the value was 0.94 ± 0.07.

When the test points of \<5%, \<2%, and \<1% of the probability plot in TD and PD were defined as visual field defects, the κ coefficient at all 68 test points was 0.58, 0.64, and 0.66 in TD, respectively, and 0.68, 0.69, and 0.67 in PD ([Table 2](#pone.0229867.t002){ref-type="table"}). There were no significant differences between TD and PD, in any of the probability plots. The accuracy (%) was, respectively, 82.6, 86.8, and 88.3 in TD and 87.7, 88.4, and 88.0 in PD. There were no significant differences between TD and PD, in any of the probability plots. In the group with spherical equivalent ≥ −6 diopters, the κ coefficients for \<5%, \<2%, and \<1% were, respectively, 0.58, 0.62, and 0.63 in TD and 0.66, 0.67, and 0.65 in PD, whereas for the myopic group with spherical equivalent \< --6 diopters, the values were 0.58, 0.69, and 0.71 in TD and 0.72, 0.71, and 0.71 in PD ([Table 2](#pone.0229867.t002){ref-type="table"}). There was no difference between the two groups in the degree of matching. In the cluster analysis, the accuracy (%) in TD and PD for the \<1% probability plot was 94.4 and 94.4 at C1, 84.5 and 83.3 at C2, and 89.5 and 90.3 at C3, respectively ([Table 3](#pone.0229867.t003){ref-type="table"}). Accuracy was highest in the papillomacular area, and there was a tendency for the accuracy to be higher in the lower visual field than in the upper visual field.

10.1371/journal.pone.0229867.t002

###### κ coefficient and accuracy (%), total and by spherical equivalent.

![](pone.0229867.t002){#pone.0229867.t002g}

  κ Coefficient (Accuracy %)             TD \<1%       TD \<2%       TD \<5%       PD \<1%       PD \<2%       PD \<5%
  -------------------------------------- ------------- ------------- ------------- ------------- ------------- -------------
  Total                                  0.66 (88.3)   0.64 (86.8)   0.58 (82.6)   0.67 (88.0)   0.69 (88.4)   0.68 (87.7)
  Spherical Equivalent ≥ --6 Diopters    0.63 (88.5)   0.62 (87.3)   0.58 (84.9)   0.65 (87.9)   0.67 (88.5)   0.66 (87.9)
  Spherical Equivalent \< --6 Diopters   0.71 (88.0)   0.69 (86.0)   0.58 (78.3)   0.71 (88.1)   0.71 (88.1)   0.72 (87.2)

TD, total deviation; PD, pattern deviation.

10.1371/journal.pone.0229867.t003

###### Accuracy (%), by cluster.

![](pone.0229867.t003){#pone.0229867.t003g}

  Accuracy (%)   TD \<1%   PD \<1%
  -------------- --------- ---------
  Cluster 1      94.4      94.4
  Cluster 2      84.5      83.3
  Cluster 3      89.5      90.3

TD, total deviation; PD, pattern deviation.

Discussion {#sec014}
==========

In this report, we estimated the central 10-degree visual field based on the presence or absence of NFBs in en-face images of SS-OCT. This method achieved a high concordance with the results of actual HFA10-2 data. OCT parameters such as cpRNFL and macular ganglion cell complex (GCC) are quantitative and objective tests that can be used to evaluate the presence of glaucomatous changes, as they compare patient data against a database of normal volunteers. These methods are advantageous in terms of objectivity, quantitativeness, and reproducibility. However, these parametric analyses may yield inaccurate results in patients who are highly myopic \[[@pone.0229867.ref024]\]. On the other hand, the en-face image of OCT is qualitative but directly observes the retinal nerve fibers. This method uses the principle that normal RNFL is highly reflective. Because the en-face image does not rely on comparisons to a normal database, it can be adapted to anyone. We grouped the patients into two groups to evaluate whether our methods for estimating the field of view is useful even for patients in whom glaucoma is difficult to diagnose because NFLD may be difficult to evaluate by normal fundus photography due to tigroid fundus, or the use of OCT may be restricted due to severe myopia. As we showed in this study, the accuracy of the estimated visual field did not differ between patients who are highly myopic (\< −6 diopters) and those who are not highly myopic; therefore, we consider that the en-face image is useful even for patients who are highly myopic.

Several studies have reported the usefulness of en-face images. Jung et al. \[[@pone.0229867.ref025]\] compared red-free fundus photography with en-face images of OCT and reported that NFLD detected with red-free light was also detectable in en-face images of OCT. Hood et al. \[[@pone.0229867.ref026]\] described the advantages of en-face images over a RNFL thickness map in OCT, as follows: First, there are few segmentation errors, because segmentation is based on the border between the vitreous and the ILM. Second, blood vessels are easily distinguished from NFB bundles. Third, the RNFL thickness map loses spatial detail due to the segmentation algorithm. Miura et al. \[[@pone.0229867.ref027]\] reported that the NFLD angle, a new parameter based on the en-face image, has an intra-class correlation coefficient of 0.988, and correlates with the severity of glaucoma (MD and upper and lower TD), making the en-face image useful for glaucoma diagnosis.

We believe that the prominent advantage of the evaluation of the glaucomatous optic disc and retinal changes using en-face images is that RNFL, including the macular area, can be more clearly visualized. In general examinations such as the visual field test and OCT, emphasis has been placed on how to detect abnormalities; by contrast, we believe that our method is sensitive to detecting remaining RNFL in cases of various stages of glaucoma, especially advanced glaucoma. Moreover, the greatest advantage of the en-face image of OCT is the ability to visualize the presence or absence of residual RNFL in the papillomacular area, and further, to estimate visual field from the status of RNFL. As shown in this study, accuracy was highest in the papillomacular cluster ([Table 3](#pone.0229867.t003){ref-type="table"}), so this is an excellent method for evaluating the visual field corresponding to this fundus area. Asaoka et al. \[[@pone.0229867.ref028]\] reported that visual acuity correlated with the sensitivity of HFA10-2, and that the correlation coefficient was high in the papillomacular area, which tended to remain until the end stage. Therefore, the papillomacular area is useful for estimation of VR-QOL. In this study, we used RGC displacement \[[@pone.0229867.ref021],[@pone.0229867.ref022]\] to overlay the points corresponding to HFA 10--2 test locations onto the acquired en-face image. RGC is displaced in the macular area \[[@pone.0229867.ref029]\]. Ohkubo et al. \[[@pone.0229867.ref021]\], who used RGC displacement, reported a correlation between GCC thickness and all 68 test points corresponding to HFA 10--2. They also reported a high correlation, especially at the four central points, and argued that this method is necessary for assessing the structure--function relationship in the macula. The high degree of matching of the two central points included in the papillomacular area may be due to the use of RGC displacement. However, in this study, there were few cases of papillomacular area defects, and there were many cases with upper visual field defects. The reason for the visual field cluster with lowest estimation accuracy in the upper cluster and the highest accuracy in the papillomacular bundle is that in regions where there is an NFB defect, there is a mismatch between the actual visual field at the boundary when a comparison is made for each test point. As a result, fundus and visual-field discrepancy may have occurred. Moreover, because the upper visual field defect is affected by ptosis, it is possible that the measurement accuracy in the visual field is lowered, and that measurement accuracy in the peripheral visual field is generally lower than that of the central visual field, which might affect the result.

There are several reports comparing NFB defects observed in en-face images with actual HFA10-2. Sakamoto et al. \[[@pone.0229867.ref019]\], using slab images of 50 μm from ILM for advanced glaucoma, reported that the low-reflectivity area in the en-face image corresponds to HFA10-2, and 91.7% of their cases were consistent with TD. Hood et al. \[[@pone.0229867.ref026]\] also used 52 μm slab images from ILM. They described the limitation of using a fixed-thickness slab. It is possible to overlook early RNFL diffuse loss and deeper retinal information. RNFL has different thicknesses depending on the individual patient and the area of the retina even in a normal eye, and detailed information on RNFL may be sacrificed because the reflection intensity is averaged. Therefore, they argued that the reflection intensity needs to be analyzed and quantified. They also mentioned that the en-face image is not a replacement for OCT, but rather complementary. Alluwimi et al. \[[@pone.0229867.ref017],[@pone.0229867.ref018]\] reported that a pattern similar to the defect found in HFA10-2 was observed in the en-face image. Their en-face image was not a slab with a certain thickness, but a cross-section at a certain distance from ILM, similar to our method. The problem with this method is that it is difficult to identify NFB defects at a single distance from the ILM because the RNFL thicknesses of the macular region on the temporal and nasal sides are different. They tried to overcome this by using different distances from ILM for each region. They reported that the width of the NFB defect observed in en-face images increases with increasing depth from ILM, and that the results can vary depending on the depth that is used. All of these reports are limited to myopia with a spherical equivalent up to −6 diopters.

Regarding estimation of the visual field, Takahashi et al. \[[@pone.0229867.ref030]\] estimated the central 10-degree visual field from macular OCT using the correlation between RNFL thickness and visual field sensitivity in the 68 test points; they reported a high correlation with the observed HFA10-2 visual field, and that their method would be useful for patients in which visual field examinations are difficult. An advantage of our method compared to their method is detection of residual NFB in advanced cases, which may be a floor effect in OCT results ([Fig 4](#pone.0229867.g004){ref-type="fig"}. shows an example). They stated that the nasal area, which is susceptible to glaucomatous damage, had a low correlation between RNFL thickness and visual field sensitivity due to the floor effect. In addition, our method may be more useful for highly myopic patients because the previous study excluded subjects with myopia \< --8 diopters.

![A case of the floor effect in RNFL thickness.\
(A) This case shows the floor effect in RNFL thickness of OCT. (B) Residual NFB is detected more clearly with the en-face image. (C) PD of HFA10-2.](pone.0229867.g004){#pone.0229867.g004}

Many studies have reported correlations between retinal inner layer thickness and visual field sensitivity in the macula \[[@pone.0229867.ref021],[@pone.0229867.ref031]\]. To date, however, there have been few reports of a relationship between the en-face image of OCT and retinal inner layer thickness or visual field sensitivity. Sakamoto et al. \[[@pone.0229867.ref019]\] reported a significant difference in sensitivity between the hyperreflective and hyporeflective area of the en-face image. Alluwimi et al. \[[@pone.0229867.ref018]\] reported that the response to stimuli corresponding to 25 or 28 dB sensitivity in HFA is almost absent in the area where an NFB defect is observed in the en-face image. Because the degree of matching with the visual field was higher in the TD \<1% probability plot than in the \<5% probability plot, the point of the NFB defect in the en-face image suggests a large decrease in the sensitivity of visual function; however, we are unable to estimate the degree of the decrease. In an attempt at quantification, Gardiner et al. \[[@pone.0229867.ref032]\] reported that a decrease in RNFL reflection intensity was associated with deterioration in function, which may improve the relationship between structure and function in glaucoma. Ashimatey et al. \[[@pone.0229867.ref033]\] reported that the reflectivity of the surface RNFL was strongly correlated with cpRNFL thickness. However, reflectance is affected by the surface of the eye, ocular media, the photographing conditions, and the image processing tool; consequently, there are many challenges to quantitation.

In future studies, it will be necessary to further clarify the relationship between retinal sensitivity and areas with NFB defects in the en-face image, as well as the relationship between the foveal threshold and visual acuity in patients whose papillomacular nerve fibers remain. In addition, it is necessary to devise a more accurate estimation method. Specifically, in order to minimize the influence of artifacts on clinicians' judgment, it might be possible to set a reference by binarizing the image and adding information about the thickness of the retinal inner layer of the macula to the en-face image. It may also be necessary to consider whether the degree of matching can be improved by correcting the test point projected on the fundus due to the axial length, as well as overlaying the index using RGC displacement considering the disc inclination.

This study has several limitations. First, this method estimates the locations and extent of the perimetric defect, but cannot estimate its depth. Second, the judgment of NFB defects is subjective. However, high intraclass correlation coefficients were observed in this study, and examiner variation was small. Third, regardless of axial length, the same figure of RGC displacement is overlaid on the acquired en-face image. The size and area of an object projected onto the fundus differ depending on the axial length; however, because this was a retrospective study, data on axial length were insufficient, and this was not corrected. Fourth, we did not consider the inclination of the disc. Fifth, en-face images cannot be obtained in cases with ERM, so our method cannot be applied to all cases. Sixth, there was some bias among the patients in this study: specifically, only a few patients had disorders of the papillomacular area, whereas many more patients had defects in the upper visual field than in the lower visual field. Seventh, because we did not consider the fluctuation and continuity of abnormal points in visual field, the actual visual abnormality of HFA10-2 is not always glaucoma. Hence, multiple averages should be taken. Therefore, it would be desirable to perform additional studies with a larger number of cases and investigate each stage of glaucoma.

In summary, using the OCT en-face image, we could estimate the central 10-degree visual field, and we obtained a high degree of concordance with actual HFA10-2 data. This method may be useful for detecting functional abnormalities based on structural abnormalities.

10.1371/journal.pone.0229867.r001
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Please use the space provided to explain your answers to the questions above. You may also include additional comments for the author, including concerns about dual publication, research ethics, or publication ethics. (Please upload your review as an attachment if it exceeds 20,000 characters)

Reviewer \#1: Major comments:

1\. This research is strong, potentially clinically applicable, and original. There are many studies that investigate prediction of glaucomatous visual field progression, but limited research has been done in estimating defects based on nerve fiber layer analysis.

2\. The manuscript is technically thorough, and the included data supports the initial research question and conclusions. Statistical analysis was thorough and accurate.

3\. Form of consent should be included due to human participants.

4\. Discussion: Cases were biased toward more visual field defects in the upper visual field and few in the papillomacular bundle, yet the visual field cluster with lowest estimation accuracy was the upper cluster and the highest accuracy was the papillomacular bundle. The authors should address this more in the discussion, as the upper visual field defect was the most common and least accurate, and the papillomacular bundle defect was the most accurate and the least common. The authors should also address a possible explanation as to why there is a discrepancy between upper and lower visual field defect estimation accuracy.

Minor Comments:

1\. Abbreviation RGC should be defined on line \#23.

2\. Abbreviation NFB should be defined on line \#69. It was addressed in the abstract, but this is the first use of the abbreviation in the manuscript.

3\. "Goldman" on line \#82 should be corrected to Goldmann.

4\. The word "defect" on line \#305 should be deleted.

Reviewer \#2: The purpose of this study was to estimate the perimetric defect within the central degree based on en face images of the RNFL bundles using OCT.

The rational of this study is of a great interest because of the ability to provide more accurate diagnosis of glaucomatous defect, therefore better monitoring of the disease progression within the macula.

However, the estimation was based on the qualitative analysis (en face images of the RNFL bundles), meaning that the prediction would be about locations and extent of the perimetric defect. This concept should be emphasized across the manuscript because one may think that this estimation is about the depth of perimetric defect. Looking at the residual of the RNFL does not necessarily mean there would a certain depth of defect.

Here are some comments as I read through the manuscript:

1\. A careful review of the literature is needed. Here are some examples of studies that used en face images with perimetry within the macula:

Hood DC, Fortune B, Mavrommatis MA, et al. Details of Glaucomatous Damage Are Better Seen on Oct En Face Images Than on Oct Retinal Nerve Fiber Layer Thickness Maps. Invest Ophthalmol Vis Sci 2015;56:6208-16.

Alluwimi MS, Swanson WH, Malinovsky VE, King BJ. Customizing Perimetric Locations Based on En Face Images of Retinal Nerve Fiber Bundles with Glaucomatous Damage. Translational Vision Science & Technology 2018;7:5-5.

Alluwimi MS, Swanson WH, Malinovsky VE, King BJ. A Basis for Customising Perimetric Locations within the Macula in Glaucoma. Ophthalmic Physiol Opt 2018;38:164-73.

Other studies regarding Quality of lif in glaucoma:

Goldberg I, Clement CI, Chiang TH, et al. Assessing Quality of Life in Patients with Glaucoma Using the Glaucoma Quality of Life-15 (Gql-15) Questionnaire. J Glaucoma 2009;18:6-12.

Garg A, Hood DC, Pensec N, et al. Macular Damage, as Determined by Structure-Function Staging, Is Associated with Worse Vision-Related Quality of Life in Early Glaucoma. Am J Ophthalmol 2018;194:88-94.

2\. Line 49: Please define what HFA 24-2. This will lead the readers to understand the following text.

3\. Line 52: References are needed. above are two examples.

4\. Line 57: the word \"fundus\" could be deleted.

5\. Line 67: It should be mentioned that ±10° of the visual field.

6\. Line 68: What is the justification for the time (few seconds)? Are there references? or do you have data support the time consumption that was mentioned?

7\. Line 70: Could you please carefully review the literature (examples are above) and rewrite the sentence to clarify what is different in this study?

8\. Line 94: the sentence needs to be rephrased, it is not clear.

9\. In the method section, it was not clear how many visits were used to assess the 10-2 test.

10\. Line 127: could you clarify more the criterion for defining test points that are less 5%, 2% and 1% of abnormality, for example, 2 consecutive points? with the last consecutive visits?

11\. In the statistical analysis, it was very nice explaining how estimated versus actual defective points was categorized. However, it was not clear what the statistical test was used, which was the main question in the study. The statistical analysis used was for k coefficient.

12\. Line 169: Why would gray scale needed? Because it was mentioned that the estimation was about whether there was a defect or not. Gray scale is more about the degree of defect which was not estimated.

13\. Line 211 to 227: this is about literature review about different imaging modules, which could be briefly mentioned in the introduction. In discussion, this information disrupted the flow of the text.

14\. It was frequently stated that different imaging modules do not provide quantitative analysis; en face view does not either.

15\. Line 229: rephrase the sentence.

16\. Line 231: Why would high myopia affect central visual field? Are there references?

17\. Line 266: Are there references supporting your references? did compare displaced versus non-displaced ganglion cell bodies?

18\. Line 275: could you please show an example to clarify the idea more for the audience?

19\. Line 282 to 284 is not clear. Does talk about the degree of sensitivity?

20\. Line 285 and 286: There are studies, as mentioned earlier.

21\. Line 291: There were actually published work, here are some examples:

Gardiner SK, Demirel S, Reynaud J, Fortune B. Changes in Retinal Nerve Fiber Layer Reflectance Intensity as a Predictor of Functional Progression in Glaucoma. Invest Ophthalmol Vis Sci 2016;57:1221-7.

Ashimatey BS, King BJ, Burns SA, Swanson WH. Evaluating Glaucomatous Abnormality in Peripapillary Optical Coherence Tomography Enface Visualisation of the Retinal Nerve Fibre Layer Reflectance. Ophthalmic Physiol Opt 2018;38:376-88.

\*\*\*\*\*\*\*\*\*\*

6\. PLOS authors have the option to publish the peer review history of their article ([what does this mean?](https://journals.plos.org/plosone/s/editorial-and-peer-review-process#loc-peer-review-history)). If published, this will include your full peer review and any attached files.

If you choose "no", your identity will remain anonymous but your review may still be made public.

**Do you want your identity to be public for this peer review?** For information about this choice, including consent withdrawal, please see our [Privacy Policy](https://www.plos.org/privacy-policy).

Reviewer \#1: Yes: Brian Roberts

Reviewer \#2: No

\[NOTE: If reviewer comments were submitted as an attachment file, they will be attached to this email and accessible via the submission site. Please log into your account, locate the manuscript record, and check for the action link \"View Attachments\". If this link does not appear, there are no attachment files to be viewed.\]

While revising your submission, please upload your figure files to the Preflight Analysis and Conversion Engine (PACE) digital diagnostic tool, <https://pacev2.apexcovantage.com/>. PACE helps ensure that figures meet PLOS requirements. To use PACE, you must first register as a user. Registration is free. Then, login and navigate to the UPLOAD tab, where you will find detailed instructions on how to use the tool. If you encounter any issues or have any questions when using PACE, please email us at <figures@plos.org>. Please note that Supporting Information files do not need this step.
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Click here for additional data file.
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Author response to Decision Letter 0

12 Dec 2019

We have carefully reviewed the comments and have revised the manuscript accordingly. Our responses are given in a point-by-point manner in \"Response to Reviwers\"

We look forward to hearing from you regarding our submission.

We would be glad to respond to any further questions and comments that you may have.
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Click here for additional data file.
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Dear Dr. Fukuchi,

We are pleased to inform you that your manuscript has been judged scientifically suitable for publication and will be formally accepted for publication once it complies with all outstanding technical requirements.

Within one week, you will receive an e-mail containing information on the amendments required prior to publication. When all required modifications have been addressed, you will receive a formal acceptance letter and your manuscript will proceed to our production department and be scheduled for publication.
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Additional Editor Comments (optional):

Reviewers\' comments:

Reviewer\'s Responses to Questions

**Comments to the Author**

1\. If the authors have adequately addressed your comments raised in a previous round of review and you feel that this manuscript is now acceptable for publication, you may indicate that here to bypass the "Comments to the Author" section, enter your conflict of interest statement in the "Confidential to Editor" section, and submit your \"Accept\" recommendation.

Reviewer \#3: All comments have been addressed

\*\*\*\*\*\*\*\*\*\*

2\. Is the manuscript technically sound, and do the data support the conclusions?

The manuscript must describe a technically sound piece of scientific research with data that supports the conclusions. Experiments must have been conducted rigorously, with appropriate controls, replication, and sample sizes. The conclusions must be drawn appropriately based on the data presented.

Reviewer \#3: Yes

\*\*\*\*\*\*\*\*\*\*

3\. Has the statistical analysis been performed appropriately and rigorously?

Reviewer \#3: Yes

\*\*\*\*\*\*\*\*\*\*

4\. Have the authors made all data underlying the findings in their manuscript fully available?

The [PLOS Data policy](http://www.plosone.org/static/policies.action#sharing) requires authors to make all data underlying the findings described in their manuscript fully available without restriction, with rare exception (please refer to the Data Availability Statement in the manuscript PDF file). The data should be provided as part of the manuscript or its supporting information, or deposited to a public repository. For example, in addition to summary statistics, the data points behind means, medians and variance measures should be available. If there are restrictions on publicly sharing data---e.g. participant privacy or use of data from a third party---those must be specified.

Reviewer \#3: Yes

\*\*\*\*\*\*\*\*\*\*

5\. Is the manuscript presented in an intelligible fashion and written in standard English?

PLOS ONE does not copyedit accepted manuscripts, so the language in submitted articles must be clear, correct, and unambiguous. Any typographical or grammatical errors should be corrected at revision, so please note any specific errors here.

Reviewer \#3: Yes

\*\*\*\*\*\*\*\*\*\*

6\. Review Comments to the Author

Please use the space provided to explain your answers to the questions above. You may also include additional comments for the author, including concerns about dual publication, research ethics, or publication ethics. (Please upload your review as an attachment if it exceeds 20,000 characters)

Reviewer \#3: This work is interesting and has application potential. The authors have addressed the comments raised in previous review. I would recommend it for publication.

\*\*\*\*\*\*\*\*\*\*

7\. PLOS authors have the option to publish the peer review history of their article ([what does this mean?](https://journals.plos.org/plosone/s/editorial-and-peer-review-process#loc-peer-review-history)). If published, this will include your full peer review and any attached files.

If you choose "no", your identity will remain anonymous but your review may still be made public.

**Do you want your identity to be public for this peer review?** For information about this choice, including consent withdrawal, please see our [Privacy Policy](https://www.plos.org/privacy-policy).

Reviewer \#3: No

10.1371/journal.pone.0229867.r004
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